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DETAILED ACTION 

1 . This Office Action is in response to the amendment filed 5 July 2006. Claims 5, 14, 18, 
69, 95 and 97 have been amended. Claims 1, 4-8, 10, 11,14-18, 20-23, 41, 47, 69, 95, and 97-101 
are pending, and are considered in this Office action. 

Rejection under 35 U,S,C, 112, second parasraph 

2. The rejection of claim 5 under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention, is withdrawn in view of the amendment to the claim. 

3. The rejeiction of claims 1, 100 and 101 under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention, is maintained. 

4. Claims 1, 100 and 101 have been rejected as being indefinite because the limitation of 
claims 100 and 101 is outside of the scope of claim 1 in previous Office actions. 

5. Applicant argues that claims 100 and 101 make reference to SEQ ID NO: 8, which is 
correspond to the sequence of pCLF that comprises an Ad2 leader sequence and an Ad5 fiber 
sequence as evidenced by paragraph 278 of the published version of the instant application; US 
Patent Pub. NO. 20030157688 (Remarks, last paragraph, p.9 to 1'* paragraph, p. 10). 

6. First, Applicant's information about pCLF is inaccurate, or at least inconsistent with the 
description in paragraph [278] of the instant specification. Paragraph [278] recites as follows: 

[0278] To enhance expression of fiber protein by the constitutive CMV promoter provided by the pcDNA vector, a 
Bglll fragment containing the tripartite leader (TPL) of adenovirus type 5 was excised from pRDl 12a (Sheay et 
al., BioTechniques, 15:856-862 (1993) and inserted into the BamHl site of pCDNA3/Fiber to create the plasmid 
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pCLF having 7469 bp, the plasmid map of which is shown in FIG. 4. The adenovirus tripartite leader sequence, 
present at the 5' end of all major late adenoviral mRNAs as described by Logan et al., Proc. Natl. Acad. Sci., USA, 
81 :3655-3659 (1984) and Berkner, BioTechniques, 6:616-629 (1988), also referred to as a "partial TPL" since it 
contains a partial exon 1, shows correspondence with the Ad5 leader sequence having three spatially separated 
exons corresponding to nucleotide positions 6081-6089 (the 3' end of the first leader segment), 71 1 1-7182 (the 
entire second leader segment), and 9644-9845 (the third leader segment and sequence downstream of that segment). 
The corresponding cDNA sequence of the partial tripartite leader sequence present in pCLF is listed in SEQ ID NO: 
8 bordered by BamHI/Bglll 5' and 3* sites at respective nucleotide positions 907-912 to 1228-1233 (emphasis added) 

According to paragraph [278] of the instant specification, pCLF comprises an Ad5 leader 
sequence and an Ad5 fiber sequence, not an Ad2 leader and an Ad5 fiber. 

7. Secondly, Applicant's argument is not relevant to the rejection because according to the 
description of paragraph [278] of the instant specification, all TPL exons comprised in SEQ ID 
NO: 8 of claims 100 and 101 are from Ad5, not from different adenoviruses as required by claim 
1, while claim 1 requires exons of TPLs being from different adenoviruses. Thus the limitation 
of claims 100 and 101 is outside of the scope of claim 1. 

8. The rejection of claim 14 under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention, is withdrawn in view of the amendment to the claim. 

9. The rejection of claim 69 under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention, is maintained. Cell lines 293, A549, W163, Vero and an epithelial cell line do not 
meet the limitation of the packaging cell line of claim 14, because they do not contain either SEQ 
ID NO: 32 or SEQ ID NO: 26. 
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1 0. The rejection of claim 97 under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention, is withdrawn in view of the amendment to the claim. 

Rejection under 35 U.S.C, 112, first para2raph, written description 

1 1 . The rejection of claims 1 , 4, 6-8 and 1 1 under 35 U.S.C. §112, first paragraph, as failing 
to comply with the written description requirement, is maintained. 

12. Applicant states: "The guidelines for determining compliance with 35 U.S.C. 112 note 
that the written description requirement for a claimed genus may be satisfied through sufficient 
description representative number of species by actual reduction to practice, reduction to 
drawings, or disclosure of relevant identifying characteristics, i.e., structure or other physical 
and/or properties, by functional characteristics coupled with a known or disclosed correlation bet 
function and structure, or by a combination of such identifying characteristics, sufficient to 
show the applicant was in possession of the claimed genus" (Remarks paragraph 3, p. 8). 

13. Applicant then argues specifically that Paragraph [0156] of the published version of the 
instant specification specifically states that "preferably the TPL exons are from Ad2, Ad3, Ad5, 
Ad7 and the like, however, they may come from any Ad serotype, as described herein," Hence, 
one of ordinary skill in the art would be informed by the teachings of the specification, as to how 
to make an isolated nucleic acid molecule which contains an Ad species other than Ad and which 
comprises TPL exons from different adenoviruses, cording to claims 1, 4-8 and 1 1 . 

14. In response, the guidelines for determining compliance with 35 U.S.C. 112 cited by 
Applicant are accurate. However, Applicant's argument is not convincing because the instant 
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specification does not meet the guidelines for determining compliance with 35 U.S.C. 1 12 for 
following reasons: 

15. Claims 1, 4, 6-8 and 1 1 read on an isolated nucleic acid molecule comprising an 
adenovirus TPL, wherein the exons are from different adenoviruses. Since there is no limitation 
to different adenoviruses, the scope of claim 1 encompasses an isolated nucleic acid molecule 
comprising a TPL, wherein the exons are from different adenoviruses any strains, species, known 
and unknown adenoviruses. Although applicant has disclosed a nucleic acid contains Ad5-TPL 
in the specification. Applicant has not disclosed a single hybrid TPLs from different Ad strains 
"by actual reduction to practice, reduction to drawings, or disclosure of relevant identifying 
characteristics, i.e., structure or other physical and/or properties, by functional characteristics 
coupled with a known or disclosed correlation between function and structure, or by a 
combination of such identifying characteristics, sufficient to show the applicant was in 
possession of the claimed genus" according to the guidelines for determining compliance with 35 
U.S.C. 1 12 stated by Applicant. 

16. Moreover, as indicated in the specification, there are at lease more than 47 human 
adenoviruses and more of other species. The genome sequences of a vest majority of 
adenoviruses are unknown in the art. Neither wild type TPLs of a vest majority of adenoviruses 
nor their hybrid TPLs are well known in the art as Applicant asserted. Thus, the sufficient 
description representative number of species of claimed hybrid TPLs from different adenoviruses 
by actual reduction to practice is necessary to satisfy the written description requirement. 
Although applicant has disclosed a nucleic acid contains Ad5-TPL, which is well known in the 
art, in the specification, Applicant has not disclosed a single TPL comprising exons from 
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different Ad strains, which are not well known in the art, to support all TPL combinations of 
different Ad strains and species as broadly claimed. Consequently, while the skilled artisan 
would reasonably conclude Applicant was in possession of Ad5-TPL, there is no indication that 
Applicant was in possession of all undefined Ad-TPLs of different strains and species as broadly 
claimed. 

17. The rejection of claim 18 under 35 U.S.C. §112, first paragraph, as failing to comply with 
the written description requirement, is withdrawn in view of the amendment to the claim. 

18. The rejection of claims 14-17, 20-23 and 69 under 35 U.S.C. §112, first paragraph, as 
failing to comply with the written description requirement, is maintained. 

19. Applicant argues that the specification states the constructs and methods of the present 
invention will support the design and engineering of chimeric viral vectors which express amino 
acid residue sequence derived from two or more Ad serotypes in paragraph [0016], such as from 
serotypes 1, 2, 5 or 6; for example Ad37 (subgroup D) paragraph [0021], as well as inducible 
promoter in Paragraph [0049] (Remarks, paragraphs 2 and 3, p. 12) 

20. Applicant's argument is fully considered, but found not persuasive for following reasons: 
First of all, the description requirement of the patent statute requires a description of an 
invention, not an indication of a result that one might achieve if one made that invention. See In 
re Wilder, 736, F.2d 1516, 1521, 222 USPQ 369, 372-73 (Fed. Cir. 1984) (affirming rejection 
because the specification does "little more than outlin[e] goals appellants hope the claimed 
invention achieves and the problems the invention will hopefully ameliorate." 
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21 . Specifically, since the claims 14-17, 20-23 and 69 do not define what strains of 

Adenoviruses and what structure proteins are, the scope of the claims encompasses all cell lines 

that can package any deficient Ad vectors of any strains and species. As described in the 
• 

specification, there are at lease more than 47 human adenoviruses and more of other species. 
Since the adenoviruses genus has a substantial variance. Ad packaging cell lines are strain- 
specific to package Ad genomes. The disclosure must describe a sufficient variety of species of 
Ad packaging cell lines to reflect the variation within that Ad genus. See MPEP § 2163. In the 
specification, Applicant has disclosed a few cell lines that express Ad5 or Ad5/3 fiber proteins 
for packaging human Ad5 based vectors, but has not disclosed sufficient species of Ad cell lines 
that can complement all deficient Ad vectors of different strains and species to support the 
broadly claimed genus of Ad packaging cells. The generic description in paragraph [0016] and 
[0021] of the instant specification is not sufficient to describe a sufficient variety of species of 
Ad packaging cell lines to reflect the variation within that Ad genus. The instant specification 
fails to provide sufficient descriptive information about the Ad packaging cells that can 
complement all deficient Ad vectors of different strains and species, such as definite structural 
features, specific Ad proteins expressed and function capabilities of such packaging cell lines. 

22. Moreover, the specification has disclosed a CMV promoter, which is well known in the 
art, but has failed to describe any specific inducible promoters, which are not well known in the 
art of Ad vector and packaging. 

23. Consequently, there is no indication that Applicant was in possession of an Ad packaging 
cell line that can complement all deficient Ad vectors of any strains or species and any Ad cell 
lines that contain inducible promoters as broadly claimed. 
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24. The rejection of claims 41, 47, 95 and 97-99 under 35 U.S.C. §112, first paragraph, as 
failing to comply with the written description requirement, is withdrawn in view of Applicant's 
argument. 

25. The rejection of claims 5 and 18 under 35 U.S.C. 112, first paragraph for failing to 
comply with the enablement requirement, is withdrawn in view of the amendment to the claims. 

Rejection under 35 U,S,C. 112, first parasrapit, enablement 

26. The rejection of claims 1,4,6-8, U, 14-17, 20-23, 41, 69, 95 and 97-101 under 35 U.S.C. 
§ 1 12, first paragraph, as failing to comply with the enablement requirement, is withdrawn in 
part, and maintained in part. The aspect that is withdrawn is lacking enablement due to a lack 
of deposit of the packing cell lines recited in the claims in view of Applicant's argument. 

27. The aspect that is maintained in claims 14-17, 20-23, 41, 69, 95 is that the specification, 
while being enabling for Ad packaging cell line 293, 211, 21 1 A to package Ad5 based vectors, 
does not reasonably provide enablement for A549, W163, Vero and all other unspecified cell line 
to package Ad defective vector. 

28. Applicant argues that the specification teaches one of skill in the art how to make and use 
A549, W163, Hela vero and other uncharacterized cell line as set forth for example in paragraphs 
[0144] and [294]. 

29. Applicant's argument is not convincing for following reasons: A viral package cell line is 
designed to complement a specific deficient viral vector in order to package the deficient vector 
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into a virus particle. A549, W163, Hela, Vero, and all other uncharacterized cell lines are 
incapable of packaging deficient Ad vectors of claim 21 because they do not provide any Ad 
proteins that are required for packaging the deficient Ad vectors. 

30. Moreover, Ad packaging cell lines are strain-specific. While 293, 211 and 211 A are able 
to package an Ad5-based Ad deficient vector, the specification has not shovm that they can also 
be used to package any deficient Ad vectors of different strains and species.. Since the limitation 
in claim 14 clearly covers very broad range of packaging cells that can package all deficient Ad 
vectors of different strains and species, in view of the empirical and unpredictable nature of the 
invention with regard to development of packaging cells for all Ad viruses, and lack of guidance 
and working examples in the specification, one skilled in the art cannot use 293, A549, W163, 
Hela, Vero, 21 1, 21 1 A and all other uncharacterized cell lines to package all deficient Ad vectors 
of any strains and species without undue experimentation. 

31. The aspect that is maintained in claims 1, 4, 6-8, 11, 100 and 101 is that the 
specification, while being enabling for Ad5 TPL, does not reasonably provide enablement for 
other TPL of different adenoviruses. The specification does not enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the invention 
commensurate in scope with these claims. 

32. Applicant argues that the specification exemplifies to one of skill in the art how to make 
and use TPLs from Ad2 and Ad5. As set forth above, pCLF comprises an Ad2 leader sequence 
and an Ad5 fiber sequence. The corresponding cDNA sequence of the partial tripartite leader 
sequence found in pCLF listed in SEQ ID NO: 8 (See paragraph 278 of the published version of 
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the instant application US Patent Pub. No. 20030157688). Therefore, examples of every 
possible TPL need not be required in order to meet the standard of enablement (Remarks, 
paragraph 4, p. 1 5). 

33. Applicant's argument is not relevant because (1) pCLF comprises only Ad5 TPL exons, 
not TPL comprising different exons from different Ads (see paragraph [246] of instant 
Application and the discussion set forth in paragraph 6 of instant Office action); (2) "pCLF 
comprises an Ad2 leader sequence and an Ad5 fiber sequence" does not exemplify a 
combination of TPL exons from different Ads as claimed in claim 1. Finally, the instant 
specification does not exemplify any hybrid TPL exons from different Ads as suggested by 
Applicant. 

34. Again, since there is no limitation to different adenoviruses, the scope of claim 1 
encompasses an isolated nucleic acid molecule comprising a TPL, wherein the exons are from 
different adenoviruses any strains, species, known and unknown adenoviruses. 

The state of art is that genome sequences of a vest majority of adenoviruses are unknown, neither 
their TPLs. Only a few strains of Ad genomes were sequenced and partially characterized at the 
time of the instant application was filed. TPL sequences vary in different adenoviruses. A 
secondary structure is formed within Ad TPL to facilitate the translation of viral mRNAs (Zhan 
et al 1989). Since TPLs are strain-specific, precise sequences of exons and introns of different 
Ads and their location in their genomes are required to make claimed nucleic acid molecule 
comprising TPLs from different adenovirus. Neither the instant specification nor the prior art 
has provided guidance how to make nucleic acid molecules comprising TPLs of different 
adenoviruses without knowing their sequences. The specification does not provide any real 
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hybrid TPLs comprising exons from different Ads can still maintain their secondary structure to 
facilitate translation reactions. 

35. Since the limitation in claim 1 clearly covers a very broad range of adenoviruses, 
considering the state of the art as discussed above and the high unpredictability and lack of 
guidance and working examples in the specification, one skilled in the art cannot practice the 
claimed invention without undue experimentation. 

Rejection under 35 U,S,C, 103 fa) 

36. The rejection of claims 6-8 under 35 U.S.C. 103(a) as obvious over Logan as evidenced 
by Clark, further in view of Curiel (US 5,871,727) is withdrawn in view of Applicant's 
amendment. 

Remarks 

37. Claims 1,4, 6-8, 11,14-17, 20-23, 41, 47, 69, 95, and 97-101 are not allowed. 

38. Claims 5, 10 and 18 are allowable. 

39. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is 
reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
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CFR 1.1 36(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Bo Peng, Ph.D. whose telephone number is 571-272-5542. The 
examiner can normally be reached on M-F, 9-5:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Bruce Campell, Ph.D. can be reached on 571-272-0974. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 



Bo Peng, Ph.D. 
September 13,2006 




MARYE.MOSHER.PH.D. 
PRIMARY EXAMINER 



